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Abstract This study explores integrative approaches in computational genomics that combine multi-omics data to study gene
evolution. It provides a detailed analysis of the key components of genomics, transcriptomics, proteomics, and epigenomics,
clarifying their roles in gene evolution research. Furthermore, it discusses computational techniques such as network-based methods,
machine learning, and gene set analysis, which enhance the integration and interpretation of multi-omics data. With the advancement
of high-throughput technologies, multi-omics integration has become a vital approach to understanding the complexity of gene
evolution, as it offers a comprehensive perspective on how changes in the genome, transcriptome, proteome, and epigenome drive
evolutionary processes. Through case studies in agriculture, medicine, and microbial evolution, this study emphasizes the practical
applications of multi-omics integration, reveals the molecular mechanisms behind gene evolution, and provides guidance for future
research and applications across various fields.
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1 Introduction
Gene evolution is a fundamental aspect of biology that provides insights into the mechanisms driving diversity
and adaptation in living organisms. Understanding gene evolution helps elucidate the origins of genetic variation,
the development of new functions, and the evolutionary pressures shaping genomes over time. This knowledge is
crucial for various applications, including evolutionary biology, medicine, and biotechnology. By studying gene
evolution, researchers can identify conserved genetic elements, understand the basis of genetic diseases, and
develop strategies for genetic engineering and synthetic biology (Qin et al., 2016; Agamah et al., 2022).

Computational genomics leverages advanced computational techniques to analyze and interpret complex genomic
data. With the advent of high-throughput technologies, vast amounts of data from different omics layers—such as
genomics, transcriptomics, proteomics, and metabolomics—are generated. Integrating these multi-omics datasets
is essential to gain a comprehensive understanding of biological systems and their regulatory mechanisms
(Demirel et al., 2021; Wörheide et al., 2021). Multi-omics integration involves combining data from various
sources to highlight the interrelationships between biomolecules and their functions, providing a holistic view of
cellular processes (Subramanian et al., 2020).

This study will explore integrative approaches in computational genomics that combine multi-omics data to study
gene evolution. It aims to identify and evaluate current methods and tools used for multi-omics data integration,
including network-based approaches, machine learning techniques, and gene set analysis methods, to promote
comprehensive analysis of multi-omics data. The study will discuss the application of these integrative methods in
understanding gene evolution, with a focus on how they can be used to investigate gene regulation, identify
evolutionarily conserved elements, and uncover the molecular mechanisms driving gene evolution. Through the
application of multi-omics data integration techniques, this study aims to provide a more comprehensive and
deeper understanding of gene evolution, while offering guidance for future research and practical applications.
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2 Genomics and Gene Evolution Studies
2.1 Genomic structural variations
Genomic structural variations, including insertions, deletions, duplications, and translocations, play a significant
role in gene evolution by altering gene function and regulation. These variations can lead to phenotypic diversity
and adaptation in populations (Ding, 2024). Integrative approaches that combine various omics data, such as
genomics, transcriptomics, and proteomics, are essential for understanding the impact of these structural
variations on gene function and evolution. For instance, the integration of high-throughput phenotyping and
multi-omics data in canola has revealed prime candidate genes associated with metabolic and vegetative growth
variations, highlighting the importance of structural variations in plant trait evolution (Figure 1) (Knoch et al.,
2023).

Figure 1 Experimental workflow to generate the phenotyping and omics data (Adopted from Knoch et al., 2023)

2.2 Genome-wide association studies (GWAS)
Genome-wide association studies (GWAS) have been instrumental in identifying genetic loci associated with
complex traits and diseases. However, the interpretation of these loci often remains challenging due to their
location in noncoding regions and the complexity of linkage disequilibrium (LD). Integrative approaches that
incorporate functional annotations and multi-omics data can enhance the power and resolution of GWAS. For
example, a scalable Bayesian method has been developed to integrate functional information into GWAS,
improving the identification of causal variants and underlying biological mechanisms (Yang et al., 2017).
Multi-omics studies have been used to interpret GWAS findings, providing insights into the pathogenesis of
complex diseases and their causative factors (Sun and Hu, 2016; Akiyama, 2020).

2.3 Comparative genomics
Comparative genomics involves the analysis of genomic features across different species to understand
evolutionary relationships and the conservation of genetic elements. Integrative approaches that combine
comparative genomics with other omics data can provide a comprehensive view of gene evolution. For instance,
integrative multi-omics analyses have been used to identify candidate genes for metabolic and vegetative growth
variations in canola, demonstrating the power of combining genomic, transcriptomic, and metabolomic data.
Moreover, integrative methods have been applied to transcriptome-wide association studies (TWAS) to identify
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gene-trait associations, leveraging multi-omics data to prioritize distal variants and uncover complex regulatory
mechanisms (Gusev et al., 2015; Bhattacharya et al., 2020).

3 Transcriptomics and Evolution of Gene Regulation
3.1 Evolution of gene expression patterns
The evolution of gene expression patterns is a critical area of study in understanding how organisms adapt and
evolve. Integrative omics approaches, particularly those combining transcriptomics with other data types, have
provided significant insights into these patterns. For instance, the integration of transcriptome and proteome
profiling has revealed the dynamic nature of gene regulation across different cellular states and conditions. This
unified analysis helps in deciphering gene regulations and discovering disease markers and drug targets (Kumar et
al., 2016). Bayesian inference models have been employed to quantify and compare gene expression across
different conditions, providing a probabilistic framework to understand the evolution of gene expression (Jiménez
et al., 2021).

3.2 Evolution of non-coding RNAs
Non-coding RNAs (ncRNAs) play a crucial role in gene regulation and their evolutionary patterns are essential for
understanding complex regulatory networks. Integrative single-cell analysis has highlighted the importance of
ncRNAs in cellular modalities and their role in gene expression regulation. By profiling genetic, epigenetic, and
transcriptomic data at single-cell resolution, researchers can uncover the contributions of ncRNAs to gene
regulatory mechanisms (Stuart and Satija, 2019; Campbell et al., 2020). Furthermore, integrative pathway
enrichment analysis has identified ncRNAs as key players in various biological pathways, emphasizing their
evolutionary significance in gene regulation.

3.3 Transcriptomic changes under environmental stress
Environmental stress induces significant transcriptomic changes, which are crucial for the survival and adaptation
of organisms. Integrative omics studies have been pivotal in understanding these changes. For example, the
integration of transcriptomic, proteomic, and metabolomic data has provided a comprehensive view of how plants
respond to abiotic stresses such as salinity, drought, and toxic conditions. These studies have identified key genes
and proteins involved in stress responses, offering insights into the molecular mechanisms underlying plant
adaptation to environmental stress (Wang et al., 2019). Integrative approaches combining multiple omics data
have been used to study the impact of environmental stress on gene expression patterns, revealing the complex
interplay between different molecular layers (Qin et al., 2016).

4 Proteomics and Functional Evolution
4.1 Evolution of protein families
The evolution of protein families is a critical aspect of understanding functional genomics. Integrative
multi-omics approaches have significantly advanced our ability to study protein families by combining data from
various omics layers, such as genomics, transcriptomics, and proteomics. These approaches allow for a
comprehensive analysis of protein evolution, revealing how genetic variations and environmental factors
influence protein function and interaction networks. For instance, the integration of proteomics with other omics
data has been shown to provide deeper insights into the functional roles of proteins and their evolutionary
trajectories (Demirel et al., 2021).

4.2 Protein modifications and functional regulation
Protein modifications, particularly post-translational modifications (PTMs), play a crucial role in regulating
protein function and activity. The interplay between metabolites and PTMs is a key area of study in integrative
proteomics. Metabolites can act as regulators of PTMs, which in turn affect enzyme activity and metabolic
pathways. This dynamic relationship underscores the importance of integrating proteomics with metabolomics to
understand the regulatory mechanisms at play. Recent studies have highlighted the potential of multi-omics
approaches to uncover the complex feedback loops between metabolites and PTMs, providing new avenues for
understanding disease mechanisms and identifying biomarkers (Blum et al., 2018; Nalbantoğlu and Karadag,
2021).
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4.3 Evolution of protein interaction networks
The evolution of protein interaction networks is essential for understanding the functional organization of cellular
processes. Integrative multi-omics approaches have enabled the construction of comprehensive protein-protein
interaction (PPI) networks by combining data from various omics sources. These networks provide a global view
of the molecular interactions within a cell, revealing how proteins interact with each other and with other
biomolecules. Network-based methods have been particularly effective in identifying key nodes and subnetworks
that are critical for cellular function and disease progression (Randhawa and Pathania, 2020; Agamah et al., 2022).
By integrating proteomics with other omics data, researchers can gain a more detailed understanding of the
evolutionary changes in PPI networks and their implications for cellular function.

5 Epigenomics and Its Role in Gene Evolution
5.1 Role of DNAmethylation in evolution
DNA methylation is a crucial epigenetic modification that influences gene expression by adding methyl groups to
DNA, typically at CpG sites. This modification can lead to gene silencing and is essential for various biological
processes, including development, differentiation, and disease. In the context of evolution, DNA methylation
patterns can be inherited and modified in response to environmental changes, thereby contributing to evolutionary
adaptation. For instance, studies have shown that DNA methylation can capture and mediate the effects of genetic
and environmental risk factors on complex diseases, highlighting its role in evolutionary processes. The
progressive loss of DNA methylation in heterochromatic regions during T cell differentiation underscores its
importance in cellular memory and lineage specification (Durek et al., 2016).

5.2 Evolutionary function of histone modifications
Histone modifications, such as methylation, acetylation, and phosphorylation, play a pivotal role in regulating
chromatin structure and gene expression. These modifications can either activate or repress gene transcription,
depending on the specific histone mark and its location. The dynamic nature of histone modifications allows for
rapid responses to environmental stimuli, which can be crucial for evolutionary adaptation. For example,
integrative analyses of histone modifications in cancer cells have revealed distinct chromatin states associated
with gene activity and inactivity, suggesting that histone modifications contribute to the regulation of gene
expression in response to evolutionary pressures. Furthermore, single-cell profiling of histone modifications has
identified cell-type-specific regulatory mechanisms, emphasizing the role of histone modifications in the
evolution of complex tissues (Zhu et al., 2021).

5.3 Epigenetic memory and environmental adaptation
5.3.1 Mechanisms of epigenetic memory in response to environmental stimuli
Epigenetic memory refers to the heritable changes in gene expression that do not involve alterations in the DNA
sequence. This memory can be established through various mechanisms, including DNA methylation and histone
modifications. Environmental stimuli, such as stress or changes in diet, can induce epigenetic changes that are
maintained across cell divisions and potentially across generations. For instance, the epigenetic landscape of
chronic lymphocytic leukemia (CLL) cells shows disease-specific patterns of DNA methylation and histone
modifications, which are imprints of the cellular origin and proliferative history, indicating a form of epigenetic
memory (Kulis and Martín-Subero, 2022; Mason, 2024). The integrative analysis of epigenomic data has
identified regulatory elements and transcription factor networks that mediate gene deregulation in response to
environmental changes.

5.3.2 Role of epigenetic inheritance in long-term adaptation
Epigenetic inheritance allows for the transmission of epigenetic marks from one generation to the next, providing
a mechanism for long-term adaptation to environmental changes. This form of inheritance can influence
phenotypic variation and evolutionary fitness without altering the underlying genetic code. For example, DNA
methylation patterns can be stably inherited and influence gene expression in offspring, thereby contributing to
long-term adaptation (Teschendorff and Relton, 2017). The study of epigenetic modifications in pulmonary
diseases has also highlighted the potential for epigenetic marks to serve as noninvasive biomarkers, reflecting
long-term environmental exposures and their impact on disease susceptibility (Benincasa et al., 2020).
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5.3.3 Epigenetic regulation of stress-response genes
Stress-response genes are often regulated by epigenetic mechanisms, allowing organisms to adapt to changing
environmental conditions. DNA methylation and histone modifications can modulate the expression of these
genes, enabling a rapid and reversible response to stress. For instance, the silencing of transgene expression in
mammalian cells through DNA methylation and histone modifications demonstrates the role of these epigenetic
marks in controlling gene expression in response to stress. Moreover, the integrative analysis of epigenomic data
has identified stress-response genes that are regulated by specific histone modifications, further emphasizing the
importance of epigenetic regulation in environmental adaptation (Gopi and Kidder, 2021).

6 Applications of Integrative Omics Data in Evolution Studies
6.1 Gene evolution and breeding applications in agriculture
Integrative omics approaches have significantly advanced our understanding of gene evolution and breeding in
agriculture. By combining genomics, transcriptomics, proteomics, metabolomics, and phenomics, researchers can
elucidate the complex interactions between genes and their phenotypic expressions under various environmental
conditions. For instance, multi-omics technologies have been successfully applied to crops such as wheat, soybean,
tomato, barley, maize, millet, cotton, Medicago truncatula, and rice to study growth, senescence, yield, and
responses to biotic and abiotic stresses (Yang et al., 2021). These integrative approaches enable the identification
of key genetic traits and molecular networks that can be targeted for crop improvement, ultimately enhancing
agricultural productivity and resilience.

6.2 Evolutionary studies in medicine
In the field of medicine, integrative omics data have been pivotal in understanding the evolutionary aspects of
diseases and their treatment. By integrating genomics, transcriptomics, proteomics, and metabolomics, researchers
can gain a comprehensive view of the molecular mechanisms underlying various diseases. This holistic approach
has been instrumental in identifying biomarkers, disease subtypes, and molecular drivers of diseases, which are
crucial for the development of personalized medicine (Karczewski and Snyder, 2018; Reel et al., 2021). For
example, integrative omics has been used to study the etiology and treatment of complex diseases such as cancer
and transplant biology, providing insights that are not possible with single-omics approaches.

6.3 Microbial evolution and biotechnology
Integrative omics approaches have also been applied to study microbial evolution and biotechnology. By
combining multiple omics data, researchers can explore the genetic and metabolic networks of microorganisms,
leading to a better understanding of their evolutionary processes and potential biotechnological applications. For
instance, network-based integrative approaches have been used to represent interactions between different omics
layers in microorganisms, providing insights into their molecular wiring and evolutionary dynamics (Agamah et
al., 2022). These studies have implications for biotechnology, where understanding microbial evolution can lead
to the development of new bioproducts and bioprocesses.

7 Case Studies
7.1 Multi-omics analysis of human gene evolution
The integration of multi-omics data has significantly advanced our understanding of human gene evolution. By
combining data from genomics, proteomics, and metabolomics, researchers can gain a comprehensive view of the
molecular mechanisms underlying gene evolution. Machine learning approaches have been particularly effective
in this domain, enabling the discovery of new biomarkers and providing insights into disease prediction and
patient stratification. Network-based integrative approaches have also been instrumental, allowing for the
representation of interactions between different omics layers, which can reflect the molecular wiring in cells and
identify key nodes and subnetworks involved in human gene evolution (Figure 2) (Agamah et al., 2022).

7.2 Integrative omics study of coral adaptation evolution
Coral adaptation to changing environmental conditions is a complex process that can be better understood through
integrative omics studies. By utilizing high-throughput techniques and multi-omics data, researchers can highlight
the interrelationships of biomolecules and their functions in coral species. Tools and methods developed for
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multi-omics data integration have been applied to study coral adaptation, providing insights into the molecular
drivers of physiological and pathological mechanisms in these organisms (Subramanian et al., 2020). The use of
cloud computing and containerization has further facilitated the scaling and linking of functional services
designed for various purposes, making it easier to perform integrative analyses of coral adaptation evolution
(Augustyn et al, 2021).

Figure 2 An overview of the multi-omics integration approach and the methods for network-based integration. (A) Processed omics
data and prior knowledge for integrative analysis. (B) An integrative multi-omics approach that could be implemented. (C)
Integrative network-based methods (D) Multi-layered network showing intra-layer interaction (solid lines) and crosstalk (dashed
lines) across different layers (L1, L2, L3) (Adopted fromAgamah et al., 2022)

7.3 Gene evolution study on stress-resistance traits in soybean
The study of stress-resistance traits in soybean has benefited from the integrative analysis of multi-omics data. By
employing a powerful framework that manages and analyzes heterogeneous omics data, researchers have been
able to carry out comprehensive integrative analyses. For instance, the mixOmics package for R software has been
used to integrate phenomics, metabolomics, cell wall proteomics, and transcriptomics data to study the cell wall
plasticity of plants exposed to sub-optimal temperature growth conditions (Duruflé et al., 2020). This approach
has enabled the identification of novel conclusions on the biological system, which would not have been possible
using standard statistical methods. The methodologies presented in these studies can be applied to various
organisms and biological questions, making them highly versatile for studying gene evolution in stress-resistant
traits.
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8 Concluding Remarks
Integrative approaches in computational genomics have significantly advanced our understanding of gene
evolution by combining various omics data. The integration of multi-omics data, including genomics,
transcriptomics, proteomics, and metabolomics, has provided a more comprehensive view of the complex
regulatory systems governing gene functions. Studies have demonstrated that integrative OMICs approaches are
essential for elucidating the molecular basis of biological regulatory mechanisms, as they offer a precise and
effective way to study gene regulations. Various methods, such as Bayesian clustering, matrix factorization, and
network-based approaches, have been evaluated for their effectiveness in integrating multi-omics data, showing
that integrative methods generally outperform non-integrative ones in uncovering coordinated cellular processes.

Machine learning techniques have also been pivotal in multi-omics data analysis, enabling the discovery of new
biomarkers and aiding in disease prediction and patient stratification. Tools like mixOmics have been developed to
facilitate the multivariate analysis of biological datasets, providing methods for data exploration, dimension
reduction, and visualization. Additionally, pathway enrichment analysis methods, such as ActivePathways, have
been used to identify significantly enriched pathways across multiple datasets, further enhancing our
understanding of gene evolution and disease mechanisms.

The findings from these integrative approaches highlight several implications for future research. Firstly, there is a
need for the development of more sophisticated bioinformatics tools that can handle the high dimensionality and
heterogeneity of multi-omics data. Future research should focus on improving the accuracy and efficiency of these
tools to better integrate and interpret complex datasets. Moreover, the application of cloud computing and
containerization technologies presents a promising avenue for scaling and optimizing multi-omics data analysis
pipelines. These technologies can facilitate the orchestration of complex analysis workflows, making it easier to
manage and process large-scale datasets. Another important area for future research is the standardization of data
integration protocols. The lack of universal analysis protocols has been a significant challenge, and establishing
standardized methods will be crucial for ensuring reproducibility and comparability of results across different
studies. Finally, there is a need for more comprehensive comparative studies to assess the performance and
biological value of different integrative methods. Such studies will help identify the most effective approaches for
specific research questions and guide the development of new methodologies.
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